Responses to the house dust mite during infancy may be important determinants of asthma in susceptible individuals. This study assessed early IgG subclass antibody responses to Dermatophagoides pteronyssinus in children of atopic parents. Sixteen atopic and 15 non-atopic children were selected from a birth cohort, and atopic status was established according to follow up over the first two years. IgG1 and IgG4 antibodies to D pteronyssinus were measured by enzyme linked immunosorbent assay at 7 days and 3, 6, 12, and 24 months. In all children D pteronyssinus IgG, fell at 3 months (indicating maternal antibody loss), rose progressively to 12 months, and waned at 24 months. D pteronyssinus IgG4 was only detectable at 7 days. Children who were atopic by 2 years and therefore at greater risk of asthma, tended to have higher D pteronyssinus IgG1 at 6 and 12 months.
House dust mite sensitivity has long been associated with asthma.' A causal relationship has been inferred by the influence of the degree of mite exposure on the prevalence of asthma.23 Exposure during infancy may be particularly important in determining subsequent sensitisation to aeroallergens. 4 Children with mite sensitivity are more likely to have been born in a season when mite counts were high,5 6 and higher levels of mite exposure in infancy have recently been reported among children who have persistent wheezing at 11 years. 7 While much research has concentrated on measuring mite exposure, it is the individual response to this 'allergen load' that determines whether sensitisation ultimately occurs. There may be threshold levels of exposure for sensitisation' but individuals with a similar genetic predisposition to atopy need not produce analogous immune responses to the same allergen load.
During the first year of life children are capable of mounting IgE antibody responses but they are usually to ingested allergens. 8 ' IgE and IgG responses to aeroallergens are reported to be comparatively uncommon before the second year of life.8 It would be difficult to reconcile the importance of mite exposure during infancy with an apparent lack of immune responsiveness to the allergen at this time. We have recently demonstrated IgG, subclass antibodies to the dust mite, Dematophagoides pteronyssinus, during the first year in most members of a group of 'unselected' children.'"
The discrepancy with previous findings may be explained by our use of an enzyme linked immunosorbent assay (ELISA) with whole D pteronyssinus extract instead of a radioimmunoassay for antibody to D pteronyssinus 1.' The latter assay was probably less sensitive as antibodies to D pteronyssinus I may not represent the majority of dust mite antibodies at this age; they apparently constitute less than half of newly generated IgE antibodies to D pteronyssinus in children. "
The present study aimed to measure IgG subclass antibody responses to whole D pteronyssinus by ELISA in the first two years in subjects selected from a large cohort of children with a predisposition to atopy. The responses were compared between children with the most obvious evidence of atopy during the first two years, who were at greater risk of subsequent asthma,'2 and those who were most clearly nonatopic despite their predisposition.
Subjects and methods

COHORT DETAILS
All cohort members had been term neonates born between September 1987 and July 1989 in the Camberwell Health Authority. They had been identified by a history of atopic disease in both parents on antenatal questionnaires. If informed parental consent was obtained and atopy could be confirmed in at least one parent by a positive skin prick test, the infants were enrolled. 13 They were assessed initially on day 7 when a blood sample was taken, and then at 3, 6, 12, and 24 months to document atopic disease, perform skin prick tests, and obtain further blood samples. Additional measured by a two site ELISA'8 in sera from 7 days, and 3, 6, 12, and 24 months in all 31 children. Incubation volumes were 50 1d and temperatures were 4°C unless stated otherwise. There were three washes with phosphate buffered saline (PBS) containing 0-05% Tween 20 between each incubation. The assay diluent was PBS containing 0 5% Tween 20 and 0-5% normal horse serum. Briefly, the microtitre plates were coated overnight with 10 [tg/ml D pteronyssinus extract in pH 9-6 carbonate/bicarbonate buffer. The test sera, diluted 1/50, were added in duplicate and incubated for two hours. There followed in sequence one hour incubations with monoclonal IgG, or IgG4 (1/1000) and alkaline phosphatase-labelled antimouse IgG
(1/300). Finally, 100 RI of the substrate, PNP
(1 mg/ml in pH 9-8 diethanolamine buffer) were added and after one hour at room temperature, the colour reaction was stopped with 50 1d 3M sodium hydroxide and the optical density read at 405 nm in a Titertek multiskan plate reader (Flow Labs). Antibody concentrations were derived from a standard curve obtained using an IgG panreactive monoclonal antibody (clone 8a4) with dilutions of a high positive reference serum which was assigned 10 000 arbitrary units/ml (AU/ml) when undiluted. ' IgG4 antibody to D pteronyssinus found in 7 day sera and then in c children. All three had mothers who florid skin reactions to D pteronyss weals of 6 mm, 8 mm, and 11 mm in respectively. 
